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^ (57) Abstract: 



By intracerebroventricularly administering relaxin-3 binding to SALPR to rats and observing feed intake, body 
weight, fat amount, etc. of the animals after the administration, it is found out that relaxin-3 has useful effects of promoting food 
intake, promoting body weight gain and causing obesity. Thus, it is possible to provide a polypeptide having useful effects of pro- 
T^" moting food intake, promoting body weight gain and causing obesity; a remedy for diseases containing this polypeptide; a method of 
VO screening a compound, a substance or a salt thereof activating or inhibiting a receptor of the polypeptide; a screening kit therefor, and 
if) a food intake regulating agent, a remedy for obesity, a remedy for diabetes and so on containing a substance inhibiting the expression 
^ of the polypeptide, etc. 
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^)^t0tfc5o Alt, SALPR-SE302«£&fflU Bte, SE302»£& 
JflLfc. OT. FK(-) FK( + ) «3Ai MWV^yv^l 

®P> FK( + )&RLX-3{i7^^yyi:3nM D7^f^y-3©^f FK(+)& 

RLx-3&^^^i«7^v^3yy^y7^^-3^k^i^*#$*fc^gi¥^ 

^1"o 

[@5]E^7^hffi^rt^^y7^ix^-3<D^[HlS#^J:^ll*^o^^-r o 

o Mmte&moshcpnuyj-i/mm (n g /mu oTOi^MM^-f 0 

[07]IE^7yh(D^^rt(C^S-^Lfcy^^-3{CJ;§«:*ii^4^oM^ 
tjH- 0 fiE£tevehicle&«(#HS)&, HEg^^y^^-3S4-p^i- 0 
Wte&po-E ^ fc«3tf>flc (g) oWtllli^t, 

[|ll8]jE^yh©i8a^rt{-^^^Lfcy7^^-3^<t5ffil?l:^<DM^-r 

0 tewftitvehicieiRmmm)*. mmftwjy*^-3&i*mz*~r 0 mm* 
&m<D-m>tdo<Dmmm. (g) <D^mtmmmm^'r 0 

mmftmy*i/>-3®i*mz*-to mmt^^-mhtdo^isL^-f^ 

m& (ng/ml) (D^PW^^fi^^i-o m lOBiiiflL tM^U >1ift-<^ffl 
&M<D-mttc.V)<D]k<P^xyym8t (ng/ml) 0¥^|iISp«M/fto 
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^yy^ ?;v?*y^ txs<7¥>, -y^r^ym^m-fh^ ra;#£&o(i£g 
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, ^flc^dte, FASTA, BLAST, Smith-Waterman (Meth. Enzym. , 164 
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, 765 {\^m^<D^n^myyh^^r\z^^y^/vumnwt.^.)<D/<y 

£Lh, #*U»*80%&±, £.miZL<\Z85%Sk±s £t>\m&L<l*90%£k±, £ 
€>fc.M#*L<W:95%Et±, GK&2L<m8%&.±. *-LT#t>#*Utt99% 

-70"C, 0*L<r±6Ot;~65t;ft£TKJ£«:fTV\ lt^/5U5-300mmol/L, 

<fo<5o 

[0022] #36KicteJBr5#y*^w*w\ MK\ttf&&M<Dh<DXhzz.kbX'%z>u 

[0023] ^Pjf^ffl-rs^y^^^^K^LTfi, r@B^j#-^i-e^$n5i&SlE^J^^ 

[0024] vy^y>-3^^-t^mmm^m 

^m-r^y^y-m, m^R.mmthx^m^m^m^m^mrh 
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%m#k, n&ttmx&ttz) ^ fc&m. aids, & *fcw«ttKft^# 
[0025] ^m^^^vtfcnwm^mmxm^th^mxh^K mwhtcftm 

^mm.. 7^mu^ti ^m^/v^mmm^^^/v^ymm., bV7/^ 

n&yx/vfr>W&* ^9yw$&W6&* ^y&yx/vftymi&, Y;v^y7,;v^y 

^7r-7,;v^ymw^),7^mmm^\tT7,^y^mM., 
vmsfcz). mm.75.ym.. 7/\sw&mmm*-&-tbyvj*m.. 
7fr*v±m&mm^y*^j>&. ftA&tJ&z&tzzimtf&ti* mwm 
^mm^tm^Mibvx, i.mtL<\tmstm, -y^vmrn., ttzx-hz* 

frfrmmi*, KYttctetnwo&MimKifmbm^mwmztt^y, u- 
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mm. xtttemm, mm, v#y-j»m. 4kmmmz.±2>#mamzmf%z 
ktf-?%%o znbnmmimftm^tix^mmL mmm. ffi&m, mmm 
, mmu awmmm. mum, mm. ®&nu mmmmk mum 
. m&m^m, mmtm, ^mtm^m^mcxm^.ir^t^x^ 0 & 
m *s&tmm&<D±mm\\mbLx\*, Mtumm. :/k**k t^tv, h? 

[0026] ZflbO&Ztei&kLX^ f&Kfcfi!^S»fflH:* aKy^^KOSiR, S 

3&>U jt^^S^*M#^frmikgfefcf90iJ^(^O. 1-500/* g, »*Utt!Kl 
0. 1-100 u g, i*)»*UW:l-50/iffSmrS4-t*5©^»^U^ffl"C*>5 o 

tt. mmttommw£mmkmmm^xmmirzz.b&x%5 0 

[0027] iJ^^-3^fe»fflV>fc^lH«^a>fK^<O^U-^^^fe 

»jf&rtcAMP£j& !PJ&rtcGMP£& ^/^-/vy vffifr^fife, MJ8I«&^ 

[0028] Jlrftlftfa^ y^f-i/V-aS^ff^U-C, «^HTV^^PO^^^ fllfctfL 
GR7(GenBankT^-fe>>i/ay#-^NM_021634) % SALPR(GenBankT^-fe^ 
v-3^#-^-NM_016568) (GPCR135£t>$fc**VCV>5 0 )£fc{2GPR100(GenB 
ankT^fey>'3:-'#-J|-AB__083593) (hGPCRll, GPCR142£t>ffc&|vrv^. ) 

ftt*z®.m-rz>zktfpsmxhz> 0 tit, ^^^(on^v^f-h'tvx^m 
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[0029] SkT* *W JW»fc*5V vtti, *»!fl©fftU ^-#I£LT, SALPRfcttja*** 
^5-=^*ScteOV^"C*«lfl©rt**»3*i-«. SALPR 

[0030] ^-c, \z&mttsALPRizrc\tt<D&fttf»^7^m, n* <d'j&b<o 

So 

[0031] ^WJElffiffi-f SSALPRSra-Ki-SJHy^^KH:, ffi^J#-^4"C«$il5T5 
fcWfc3fe3&Ky^:7W, ^fc{iia^J#-^4-C^$ti5T5y^SE^J(cMLT, 70 
0%#±, $e>fc±0#*L<tt95%EU:, #fc#$Ute98%^±, *LTi:t>#]§; 
SALPRtllWWt-l^i:^(^J^fiy7^^-3t(D^llfeJ:Wti{J:J:«5^C 

[0032] r^-C, E^#^4^$n5T$yift^tf*y^^Ki»l6WlcW*3fe*# 
y^T-KfcWu -tOTVIMEJW* E?iJ#-t4-C«SjK5T5/»E?iJSr^t?sKy^ 



WO 2005/075641 21 PCT/JP2005/001887 

[0034] JTF, I^flfttfifeKoV vc\ it) AftWfcttSALPRSr^fflfSS^tco 

[0035] sALPR**-h^ztfv*?y*^h**m%tefe£MmmAu nbtirmwrn 

[0036] 5SALPR3r3-K1-5aK!;5?^*f-Kf4, #3MIK:ttJ8-t- 

(b) riB^^-e^^tiST^y^ga^Jd^^jKy^^Kj^-Ki-s, 

(c) riB^i#^4-e^$ti5T5y^iH^j^^, ljw>* mmsALPRmmm^m 
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[0037] #3&W<D-o<Df£^U:ti^ ^M^ffl-rs^y^^v^M*. Bfi?iJ#^-3 

T^£ti^g@a»b&5#y;^^^ 
[0038] ^0josijo-o^^#(cj;n«,*:|g^(C'teffli-^y^^^^K«, mn 

14&#t5#y^:^KJ&=-KLTfcSt>(0^b3o If A&J: 

iMJ^Uttl-lOR £&fc#*Uttl~5«, #fc#*L<H:l~2fl-Cfc5. 

[0039] «0josu<D-o(DS#^in«,«^^TO-r^y^^^Ktt, ria^ij 

[0040] iria^WtetfttJittffi^ii^^^Ktts ±IBOJ:5^SALPR^3-Ki-5^y^ 
[0041] tflB7gSME#Mtt>* ±flB©J:5*SALPRS:3-Ki-53iKy^^^-KSr^tf 
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^&y7^mMx^^mwfc&fox&z>^bhx%zu fcsv^tt, salpr 
&&m^x\,^^Mmfc&fcxhz>z.thx%?> 0 ^m^mmm*. m^urnm? 

[0042] ttmfeumj&tLXi^ mK\mnfcmzh%&*\<D'®$L®, m^t^mm m 

^Escherichia coli JM109tfc)^fctel^l3:($J;tJiSaccharomyces cerevisi 
ae W303t*K &3V^, 4&KDm&B&. W3Lt£9lQimifo(WZ.t£CHOlltm. H 

[0043] *fc, {^(Dm^m^w-tLXft. mz.}$±mmz.*tixiz. puc, p tv, p 

GEX, pKK, *fcttpTrcHis&;B*WC#l/tfiJ\ pEMBLY$fcf2pYES2£;CH 
Offim, HEK-293«:}3 < fctfCOS»K#LTte % pcDNA3, pMAMneoltfc 
JipBabe Puro^;BmN4«t*fLr«, ^^^^•M/V^BmNPV)^ 

tfy^v^yv^-t-z^irz^*- (^<Jx.^pbk283) %mf ZZ.btfX%Z> 0 

[0044] sALPR&^ft-tzmm*. sALFRzmmmmm K^mvx^ 

^ir^Y^Wy^YXWmmmfitdmm SALPRODI^ rT^^# 

rxmm-r^t^xm^thx^u fcsv^ m^mm^ salpr^- 

hx%z 0 

[0045] salpr£-^i-&wj! fc&m-tzmi&mmftiz. mz.\ttmw kxzs 
ALPR&ii§§ai-5M£$#ui^ 

mzz.b&x%z> 0 mx&cDmpjfmbLXix m^tty-t^-mx-ft Potter 

-Elvehiem^**-^^-) VtfrTljW;. V-Vy^Zfuyf-titti* 

^yhn^(Kinematicatt) (Ci^#> fcSV^i, yVV^-fVT. 
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[0046] SALPR£tf-f 5, *%wK£zm&*imifc\zm\i'5i\:&®<Dx?y-~y 
y^mx-ix sALPRbi><\zffimffif&mmft(-ft£t>h, salpr^-^i- s« 
mmft),*tcim&mmirftt>h, sALPR£^i-s»)&fflv^^-e§r 

[0047] *%miz£zx?v--yyjfmz.&i^xte, mikmm>sALPR\mg#} 

[0048] ^ISWKiS^^y-^V^ifet^V^tt, »[£SALPRbL<teiiifie»Igl 

tummmmt, mi®mm&~rz>^fr*ft%i-rz>z.t\z.&<o^ salpr^^-t 

[0049] iyfcWim, ii^I^Tisi^Wf^TO^^TI^'V vC, SA 
ALPR^^1-5«^^{E^*fc«W^Jr5tB^^ESlJ*T^<b^^^^y-^^ 

[0050] *»Wfci5^^y-=y^ifel!:*5V>T, SALPRl>L<{tSfJie*IBM®^7t« 

itriE^jia^i-^stfE^y^^K^^^^fi^^-rs^^^^iE^^ 
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mtVXft. Mx.tf. [ 3 HL [ 14 cL [ ,26 lL [ S6 S]*^S:fflv>^t^-Ct«. lftfEB*£ 

tf^y-Tlf £Vo^&JBV S5ifct>*C*5. 
[0051] r«Di5l^ *5IW^J;5^^y-^^«feJJ:*3V^, SALPRtU^MfB^BII&JIK 

[0052] ^wicis^y-^y^fe^ttssiJotftBi-ctt, 8»to«##£T*3J: 

^&y^K©#MWJMj£*5:Jfc«U MSB&#Ttefctt5fl&fB3;fcy#i' 

[0053] ItflSH^^^V ^f*. MIB^J^^^L, WIEJNH!S^^nS^^ft:^L-CJNB 

[0054] KfiB««ll!:*5V^, UriEittll&^^y^^K^o^SrPl^F-rat©©, KB 

[0055] ^WfciS^y-^^Sfctt, aMMW, mtfTx^/^v^ 
[0056] ro«g^©^^y-=^^tc*3V>T{i, mWTT^/HK^^— £0>flH4*b 
5«^«^*fcfi»^J^5t6^^ESUL-C^^^^y-^y^-t-5rt^-et 
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&mm&m%ir?>h<D'ehz 0 Mtfcmm, sALPR^xmvxyvfr&^-rzt, s 

ALPRt^&LTV ^G?y/<?W7TVJ-<D—D~?h5Gi7TVJ—t)S, 7f^ 

m^y-^mmu mmnK^m^^^w amp {camp 
?7~v{z£VATPfrtb£m£tiA)mzmj>£ttzt\z£% 0 

[0057] «JfSALPR£^«±t^m(0£lX«:, SALPR^tf^m^^-?:^ 

mm ft ©c AMPOjt ±#-T5 0 
[0058] Ifcfc, Tx^/V^^^-^^b^J^^Pi-^l^^, SALPRO^^y^f^K^P 

ttffilldPi, ffflE^y #yK«3)§PJ§ tCi^SALPR^f^fflL-C^CSTr^V 
R^r^^^^y^^K^^^«9>K^«^M-e^$*-CcAMP0^1:Sr 

[0059] m&zmiir%ftmzmt5fc&®zx?y-~>yir%m&\az, 7f=^^ 

SALPR<D^y#>h\ *5i«^»^^y-=^^^iis 

, ^y^^KoM-ecAMPw^i:^^^^, mmmM^xm^ym 
im^^-rm^tt. cAMP±j$,m<DWPmm'r5o z<ot&m. mmt 

[oo6o] mjfoftcAMpmzmfemjmtLxte, m^f^yT^±4^h^K m*. 

[0061] m<Dnm<Dx?v-^yyj?mz.ss\< ^-ra, mx-ttsALPRZMj&m±.K%$L m 

£L<te, SALPR*^tsmL^*-*MMMffl\Z.mL)U UW>, cAMPJSg 
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^atfi^, TfcfcttGFP (Green Fluorescent Protein) ^co^^/^JCit 

[0062] £IT^ WEM»IC1:«, SALPR^i-5«^«iS*fett«iftiJ*r5tg^SrESiJL 
#J (Wx.«FSK) &*?y-~y^BM«;!)nl-5£> «iiiart©cAMPo»«^± 

[0063] rx^^v-^-^tt^^J^^Pi-Sl^f-, SALPRO^^y^fyK^P 

v?%x, sALPRZfr^tt®<DVtfishizftfrmm®n*&mxmm£itxu 
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1-5) ik&mm$ar%t& v \ 
[0064] m&&mmir5ftmGttik&®*x?y~~>yttm&ia'3i, t^^wlv 

o 

[0065] ttftfefflZj&fftB SALPR^*l-i-5ig^^b^ffl-Cfc5i6^Mi, ffi^ 

SrffiV^MIBWIRtMff LT, =l'hP-/WBiHllJ& (0»Jx. if CREWS' ±^«gi~ 
«rffiVNTW««>»««rSlllPf 5. MKiMMfcfrfc.fc3tfMB^ salpr 

[0066] ttc, motmtvx* ±^<D^v-^>-^mKxm^titcmmv:^ht. 

mmmwz^%®m®nzm&&£xf&fei-5zbtfxz% 0 ±mm%mmt 
ixn. lE^cDmrnmh-r, m.^<Dmm^^mmm^.\twmm^y t ^xh 

Sob/ob^*, db/db-^^, Zucker fatty?s/hft£)^J*te^&2£»)^-Ct>J: 
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o 

[0067] U?^>-3^^fe»fflV^fea^^^k^#)O^U--^V^fe 

^BisrtcAMP^, «(*j c gmp£$, jyi/h-*})>mw4i&, m^mm& 

[0068] })7*i/y-3$:®ftkLX, m%£tiX^Z&%i<D%:&ft, Mx.\tL 

GR7 (GenBankT^-fey^3V#-^NM_021634) , SALPR (GenBankT^i~y 
^3>#-^-NM_016568) (GPCR135£t>^£tl-tV^ 0 )£fcfiGPR100(GenB 
ankT^-fey^3^#-^AB_083593) (hGPCRll, GPCR142£k$fc*tl-CV^ 0 ) 

[0069] E*T\ #WJW*fc*SWtH: % *»W©0*U^-0!|fcLT, SALPR&&/B-T5* 

^5-sj/^jMfen:ov^*»W©rt««r#a!W«. #3BWWu salpr 
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[0070] cr-c% ^m-t^sALPRtitti.^om^v^^h'tt, n* oxmshd 

^•fe^>3>#^§-NM_016568) &m^X'Ato<Dfc& :: ?-X¥{fy¥m\Z£<0m$tfr5 

, Miummm, mmmtemm^m^&irzzbtf-zsmx&v, 

[0071] ^B^^^ffi-r^SALPR^-K-rS^y^^Kfi, @B^J#^-4-e^$tL§T^ 
%^±(D+Bl^tts #mXf280%^±, <W&*L<fi85%£*± % ££>K£mXte9 

t< (i99%^±<7)ffi i^tt ttttT^;mmw*bttT\mwmxih^x, u>*> 
[0072] Z.Z.X-, um^Axmnhr^m^^v^^Ytm^mz.mm^^ 
A^xxfy^mM^ntcT^mnmxh^x^^sALPRtmwm^mc 

[0073] $fet^ SALPROSP^y^y^HI), SALPR£|l|Jflft^t:?£tt (0)J;Uf y7* 
[0074] £(T^ iHS^X^ft^fe^ol^ <fc<9^Kj{C{iSALPR^ffi-r5#-&^o 
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[0075] sALPR%x~h*i-ztfyx?\'*^*m%ftfe£MmmAu m^tutrnMU 

%tinz> 0 ^m-t^^^mm. jy^fasrieo ( a ) - ( e ) i*b 

(a) mmmm^mztizMmmm^tts #y*^^K ; 

(b) ^mn^4^m^ti^T^ymmm^i^v^y°^}^-h'i-^ m*? 

(d) r^i»#4T?«$*i5Tt/»E?ii©i*fctt«»« w*L<mtnt\mm) 
ommiad^x, i*it\mmmmh<mizit\m®)<DT$;ms!K9<, mm. 

[0077] #BW<0-o©««fc,£nfi, #3BWfcteJBt*#y**l'^m, gE?iJ#-^3 
[0078] ^PJ<DSUC)-o«#^«J;^«,*l§5g^™-r5*?y^^f-Kii, rE#| 



WO 2005/075641 32 PCT/JP2005/001887 

&%%1rZW^^]Z='-}?i,Xtti><DX'&Z>o ---Cs X!k. If A*5£ 
J^^mXtel-lOffl, £feK#£L<i31~5^ #(C^L<«l-2i@-Cfe§o 

[0079] *^0^<DSUo-ooB#^ntf,^BJ^^ffli-^y^v^K{*, TlE^iJ 

yy^yhft^TTv^y^XU LA**), iifriBSALPR£llWi${cll^t!li£ 
[0080] SfriB^«te^(^ffi$tlS7°^5K{i, ±|E<Dj;9^SALPR^-K-r?.^y^^ 

[0081] flHE#IMB!fcfrt>, ±E<OJ:5*SALPR«r=»-Ki-5sKy^^^KSr^t»' 

^tr^^KC^^^S^S^fl^fcSw&fc-CtSU fc*v>tt % SALPR 

[0082] flnei&£»WSfcLTW:, «*tf a»«ffl$*L5^fti©«fe«i, ®m**MM w 

^.^Escherichia coli JM109^)£fc(ill&(#J;^f Saccharomyces cerevisi 
ae W303tfc) % *>5V^ £&0lft£IIU& mOTfcjRMS(mtfCHO»i!SL H 
EK-293*0&, SfcteCOSM) */cteg AM (fclfctf BmN4») SrSfctf 
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[0083] £fc, &fc©iWB»»'W— fcl/Ctt, W*.tt*SBimzttVXtts pUC, pTV\ p 
GEX, pKK, £fd*pTrcHis£;g$©l-*fLTte, pEMBLY*fcf3pYES2£;CH 
OMffa. HEK-293MJfo&£TfCOSmilb\ZLttVXfc pcDNA3, pMAMneott 
fipBabe PuroSrjBmN^J&fcftLTfi, *^i^ftW;W(BraNPV)© 
jKy^KUV^n^— (fclfctf PBK283) Srigtf 3££flS-C#3 0 

[0084] SALPR$r£:£i-$fflIiaW\ SALPR^M^Si^mLTl^RS!?, flHiilSJt 

T-C^Hi-S-it^O^iirt-CtSU *>3V>tt, jg^*»(c, SALPR&3- 

[0085] sALPR^r*i"5*» w flIfcHttSB W KcfcSS 

ALPR^^1"5^JiaM#Lfc#^iia^^#<^^5®^^^lti-^^i:^J; 
«J#5^t3&s-e#5o M<D$#;^LT^ «*.tf**^>flP- (0!l?Ltf Potter 
-ElveMemSbfc^i^flf-) Utf"^fe, F-yv^A^-^fcra: 

^yhpy (Kinematicatt) fc£%m¥. jWSncfcSflfflfk fc3lH4, 7U>3-?UX 

[0086] SALPR^i-S, ^wi^sfrfi^^Sfcw^^b^w^y-sy 
^#tJn?tt, SALPRbL<\mmMli&mM#(1rt£t>h, SALPRSr^*i"S» 
JgPi#K *fcW:MIB*BJ& SALPRSr^^Tf 5iWlia)S:fflv^i^i6S-Ct 

[0087] iCiS^y-^^ife tfeV vf Mt^SALPR(C#M#J 
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[0088] K£5*?y-~y?jjmz.&l< "X\Z, tfUxLhTSALPRblX tetiJie&IJM 

[oo89] Mtftmm, »^®^#ftTfei«^^®#&T^ ^ §-^#T^-*3v^-c, sa 
ALPR^i-5^m^o*fc^>i-§^^2S'j*ri^b^^^y--^^ 

[0090] *mwiz£zx?V'--~yy%fei^^x, sALPRbL<immmi&mmfrtitc\* 

mklsXte, Mx.&. [ 3 H], [ W CL [ 125 lL [ 35 S]^£ffli^^-C#5 0 t&IE^ 

[oo9i] z<D£?i^ *%wK£zx?y--yyjfmz&^x, sALPRhL<\-mmmmm 
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[0092] *mw ^5x?y-~yy%mz&ttm<Dnm-?n. ®.m®m#ft&T& x 
xf®.mwxft&T<D&&wT\z&^x, iftmmmmm<kLtt®<DVtfyh*(ir 

[oo93] itfriHfii^&^-rte, nammm-m^u mmmmz.^nm^^Lxm 

[0094] s m^Mm^ ^t, mmmmtxmtf>h*b<Dm&%]!>mir?>h<D(D, m 
m m&®iZ#i>fo ^wmmm. sALPR^-r^^m^-r^t^mfLx 

[0095] tex&xtv-zz'fjjmt* mmimm&tvx, mx.itr^m^y 

— v<Dm&mm*Mmirz>ztfci:<>xmn-r%zbtfx%z> 0 
[0096] z<Dnm<Dx?})-~yyijmz.&^x\*, ^jiii7f^i^7- w^mt 

Bft^^— fefSrW^JU Mmft\£&f$,&tlZ-V-'(?Vy?AMP (cAMP : Ty^/V^ 

mMATPfrb£&&tiz)m*m'j>£Ttz>z.bic£z> 0 

[0097] #R SALPR£#fi«±l-$§Si ($f*L< ft, S ALPRZ^&ft^W-Zm 

xLmMzmm utm \mm &&mm (#ixjf HEK-293»ku ttcuomm 
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[0098] T?~;vmv*7-vfemm*mm-%m^ sALPRo^ytf^K^Q 

[0099] i^m^wpir^m^ir^t^^^v-^>^^m^{m. Ttf-^mrs 

fcmz.&$iirzm&im, cAup^mm^m^mi-r^o znt&m, mm®. 
[oioo] mmftcAMpm%mfe-rzjj%kbi,xi-$, mftitj&sTy-t-tmftibZft. m*. 
[oioi] M<Dnm<nx*v~--yyiffefcte\,^x}*. m^\tsALPR^ms^m±^m.(B 

£Uf3U SALPR£^tf$§m^*-£^AU®3ilJ{C$§3!)U UWk cAMPJfrg 
SE^IJ (CRE) &5' ±.ffi\mmiTZ>l'tf-*-&fc* (m*-\*T/VW)7*X7T*- 

-emfc?^ £fcfiGFP (Green Fluorescent Protein) ^©gcft^'^Sit 

mw.^-^y^mmmmx^nx^cRF^y'n^d'-nmz.^ir^ 
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[0102] ur. mmmm^x^ sALPR^nwm^m^.tc\m^ir^mti^m.mL 
mm\z.&mi,xft&irz>Mmmxhz> 0 tot, r^vm^y-^co^mt 

xhz> 0 

[0103] *fc, T^f^/vm/??— vmmm*mi\-rz>u\^ sALPRox^y^F^p 
rnmKMz.. mm^m^yn^mm^^sALPRKi^mL-x±z^Ty i ^ 
^m^vtcm^it^x, utf-<?~m&*mv!><D%$imt>mTirz> 0 %^>x 
is?%kx s sALPR%frirttmwtf>wzttt>mwi®n*mmxmM£ j £xv' 

[0104] fcmm&i-mmmi-m&®*x?})-~yyi-m&\m. r^/vm^ 
^i^yKof^ffl ^ft-r6*§£icte, mm<Dmm'>*m\ 
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[0105] ttMfeff ££Sfft8tf, $ALPR\zm-5tii&%4t'Ltcft%VbZfr : gfr!±, 1W 

zm\<^xmm<Dnmzg:i&ir5 0 z<d&^ m&mv>imz.£z>ftmK salpr 

[0106] nit. swmmtLx, ±m<Dx?y-~>yxm\z£m&£htc&mwMZKht. 
#sl >r>*r-*v;*, Mit, s&m, 

db-7**, Zucker fattyyyh^tl^m^l-^m^lXtX^o tUMfeftO&S- 
WMbWtm P P P W*^i?S©iii:U 

fi, mtflMRrt, »Mf*U Jgi£l*3> ^Stl*u fffllrt* #*L<«BI# 

^<ommi^^<tt^>^h\mnmm^<D^w%:m-^t-hx^^ 0 
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[0108] jlttttia*, y^r^-Sg^fl^LT, #1lf£*vrv^&«^ fltRtfL 
GR7(GenBankT^'fe5/i/3>'#-^NM_021634) , SALPR(GenBankT^-fey 
v-3^#-^NM_016568) (GPCR135tt>^£*VO>5 0 ) £fcteGPR100 (GenB 
ankT^-fe^iX3y#^-AB_083593) (hGPCRll, GPCR142t 1 t>^$ixTV >5. ) 

^^y-->^^{^ffl^|gi?fc^{i#(cii^^T^0y^(iy7^i/y-3{c 

[0109] gT, ^Ifflt^^-Cte, ^mm<DBt.V\^mtLX, SALPR£&ffl1-S* 

^y-n^^tcovN-c^^<Drt^p3zE-rso -r^^, salpr 

[0110] #3P,H (C^ffi-r^SALPR*fc«^<^g|3 ^F/fKli, <D<£*H(D 

^&tCi!9#5ri:^^t,0>l^tfSALPR^3--K-rS^y^l/^K(GenBankT 
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[oni] xmrnKfemTzsALPRZ^-FiTZtfy^T-m, mmm^4xmi$tv&7$ 

[0112] mmm^xmhZT^w&^t* m^^Ytmmb 

^hizm^xi^mwmmi^<mt.tz\mm)<Dr^m^^ n 
A&£T$/$tcM^to£tLtcT%;mmmxh'ox, L^sALPRtmmKmc 

[0113] Zbfc, SALPR<DU^V^^h%, sALPRkmnmz.mzmmMx.tf})?* 
[0114] »fc^X##j#£K:ovvC £*)McftmmsALPRZtiimir%m&K<> 

^xw&-tz>-t>\ ^<DM^v^^ic^xh^<D^v-^y^m^mm 
tons] sALPR%^-vir57$yx?u*^v%m%ft^MmzWAu 'mtvtcMmm 
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[0116] fc^-rssALPRSra-KrsjKy^u'^Ktt, *m\ fc&m-rztfv 

fc*5> *WW#K:38*t*ffilf WJ^I^-f-KjJCtt, DNA*5J:lfRNA©W*«S 

(b) rE^J##-4^*§n5T5y»E^J*»Wfc5aKy^^KjS:3-K*t--5x aHP^ 

(c) rE«#4^£ft5T5/l«B#l*£*, L**>, flWeSALPRfc£Wttfc|i?l 

(d) rEW#*4"«**i5T§y|IBW©l*fctt«M (»*UW:l*fcr4««) 
otf jJrlcfcwc, l*/;ttSM(^UIiltfctt|[i)©7^i^^^, 

^iiimtt^^^y^^Kj^-K-rs^y^i/^Kjfcj:^ 

(e) rie^^sx^^tts^ss^jd^^^y^^w^K^hy^^^h^^^ 
T-e^M'^y^XL, ljw>, itfiasALPRiriiftWfcpwgttSr^ri-sjKy^^ 

Kj&n-K-TS, jKy^u^f-KtHi-5. 
[0117] *%W<D-o<DMmz£ti\*. #»W fcttffl t*#y**v:*-^KH\ SB^J#^-3 

T^$tvs^siH^j^^^^y^^v^KT-fc5 0 is?ij#-^3-e^$t^ttfE^y 
[0118] *isK©s«o-oo««fcintf,**Micttfflr5^y5?^^Ktt, rss^ij 
*5vnt, i^j^*«(»*uw:i*fcrt«fl)©T5yift^i«c, mm, mA&£ 
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£m*L<m-iom, ^K»*ut4i-5fi, mmtL<m-2mxh^ 0 
[oii9] *%wm\<D-^<ommz£M,*%wiz&Mtttfvz*i'*3'm. mm 

[0120] MfB^Ste^ffiffiSnS^^KW:, ±|BO«J:53&SALPR«:=«-Kr5aKy^ 

[0121] ttc mmmnmmm>. ±R©j;5*sALPRSr3-Kf ^y^^^KSr^t? 

^tf^9^K^^#rS^jf(E*i*^fc5-i:t>'C$5U, SALPR 

[0122] mm^mmtvx^ m^\mn&mzf&&to<DW$L®, m^-f^mm w 

^Escherichia coli JMl09W)tfz\$W&(Mz.& Saccharomyces cerevisi 

ae w303^> , hzwz, 'jttonmmmm, mt\mmms^ m^tcHom^ h 
EK-293ijii}a, -ttcncosmm) t.tcitm&mm m^tSBmsmm *mi zzt 

[0123] <k&OfttffB3§m^*-<bL-ai, ffjitfWWWCB, puc, p tv, p 

GEX, pKK, *fc«pTrcHis^r;^©tC^-b-C}i, pEMBLY£fc*2pYES2£;CH 
Omifo. HE3t-293mifo&£XfCOSmmz.ttVXfc pcDNA3, pMAMneoffc 
JipBabe Puro£;BmN4»K#L-a3\ ^a^fcteM/l^temNPV)© 
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[0124] SALPRZ^miTZMmX SALPRSrjNBU&JK^B^H&mbTV , WfcISS 

t>X%5 0 

[0125] ■Ztc, SALPR%^#1rtt%W\z®imir?>Ml&mmft}$. Mx.\f*mWK£Z>s 

ALPR^mm^mmm^tc^mmmt>^<^ti^m^^m'r^t^ 
<9nz>z.kftx*%z> 0 mmom^mtLx^ Potter 

[0126] salpr^-ts, «BJt-J;^flE«^3i*/c«ffi]$iJi-sit:-^^o^^y-^^ 

^SrCf*, SALPRt 3 L<^MIEJSlJlSl^iii^(-r^^, SALPR£r£W1-5« 

[0127] *7t> *mmz£z>x?v-~yy%mfc&^x\*. »^m^ S alpr{c#mw 

K^1-£a^>£f^S#£^ SALPR«ifcM^^1-5-<tKW£^ 

, ^jjartcAMP^, mrtcGMP^ -r/^h-/uy^j!§jc£$, iMtt 
x$z> 0 

[0128] KZ.Z>*W-~-yyi>m\Z.$o\ vCH\ ^J^ffSALPR^UiitflfE^j^ 
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[0129] A^icf*, mmmm#mET&£x$&m®m&&T(r)&&WT\z.&^x, sa 

bZmMZik, tffK^T^^5SALPRfcU}*iiJfe» 
ALPR^i-srM^ii^^^^Ji-sii^^ESij^-ftc^^^^^y-^v 

^-fS^^-C^o -T^^^, SALPR£^5K£«£fc 
fi»f&J1-S^^i-5#^JC^,»W##^T(-fe^SALPR^L<« 

[0130] if%mz.^^)-^y-!f^m^^X, SALPRljL<«Ht(fB*taMli^fc« 

y#>K£L-c, «ut^y#yK£jsv^^-?ts 0 Mfem^L-cis, eg*. 

^LTfi, mtfs [ 3 HL [ 14 CL [ ,25 I], ["S]*if«rfflV^4a6S"T?t5o fl&iBIMS 

BODlPYfct*£JSi^ttfS-Ct5„ ffltm&k\sXWWy xVis . ;vi/?~i/l£X 

tf*^-Ttf v^tf^SrfflV V5i&t>tHr5. 
[0131] ^£5^ #»Wfc«fc^*y-^^#8sfc*3lvC» SALPRtUttfUiiBMJgl 

[0132] *»Wfcj;5^y--y^^jfel!:i3lt58iJ©««-Ctt» »^®##*TfcJ: 
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[0133] twBtftftfcfevTM:, flneswaiae^u Mmmmi^titiz&m&zirLxM 

[0134] ftrgBtt&fc&V WiEI»fi^«y^Ki:0«r^«ria*«t>©©, tt 

[0135] W fci-S^y-^^&rau «#J$tf£t££L-t, W^riTx^Uft^^ 
[0136] £©jft^;**y-:^^ftlc#vvCH\ ^!Ix.fiTx^/v^^7— Vofemt 

So iotR»tt, SALPRfc^y^K^tt^s^lciO^i^JWiiartv^/v 

«»flJ/B-t5tOTfc3o ^«Jf-tt, SALPRti^^y^VK^^i-St, S 

tfs^mwu wiart m^$tt5f->f ^y^AMP (camp : 77=;*^ 

[0137] mtfSALPR£ilffl]M±(£3gm(#£U^ SALPR$r£triS£'<**-£i* 
) \zT7~;vm.Wy-^<om&ttM [I^ll7^w y y (fsk) ] *mM1-Zk* 
[0138] $7^ r^/viftv^— eett^SrSip-rsRifc, sALPR^fcytf^K&bn 

ttflBiildjq*.* «aflB^y^K^*l8Mt!:J:5SALPRH:f^fflb"r^C5T7 f =/V' 
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im^m-rm&iaz, cAMP$LtiLm<Dm'j>zm\-rz> 0 zotzim, iamb 
[oho] mi&tocAMpm&mfeirzjjmbLxtit, wz.\*sj»;Tv±<<m*&z>-t>K w*. 
[oi4i] m<Dnm<Dx?v-->yj}m^ rau m tf salpr&»j&«ui«$b w 

mm (cre) ^5' ±^(c{4gi-5w^-^-Jt^ (^^.tf r/^!;7*^77^- 

if Jtfc^ A^^-ifitfc^ -<-*5^^— tfitfc^ =\xiv999-* t? it 

■Vmm^.&fcltGFP (Green Fluorescent Protein) ^©^C^fe^W^ Wit 

, SALPR^1-5flB^^ii*7t^»©J1-5^SrEgfJLT'fb-a'#l^ 
?y-~y?ir%z.bfcx%6 0 zntemtt, 1ftftOcAMP<D£.i&tfffi'J>1rZbZ:<Dl& 

^-^-it^^Ote^dS«l$iJ$ll^^Jffl LTV >5„ 
[0142] MiEfiMUKJ:^ SALPR*^5IE»SHlEJt*feW:»ffil"r5tB*SrK»iJL 

*r*t>t), tflim^9v-==-^mmm^mA^tix\f^cREfi, ^f^camp 

©^a^-t#i"5^m^ J jtii-r5it^^P (cAMP^^it^^) ©ifte^PaSi 
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m (^j^l^fsk) &*?})-~yymMm\z.m\}-tz>b, »fttf> C AMP<DMas± 

[0143] *fc, T^;v^^7-^^b^JS:»i-^l^^, SALPRO^y^KfcJP 

[oi44] mmmm^mmm^it^m^^j-^v-rm^at, T*f-/vm/ 
imm-rzk <tv \ r^^m^y-^ fcmmzmkxmmLtcm&^it^x 

•r^o z.<Dk&m. mu^m.mmnmmmm^ir^i^mt'LxwRx^ 

o 

[0145] mmm^zftmtK sM.PR\m^^^u-d^mxh^^t^ mm 
zm^tcMmmkktt.n lt, ^yh^-^mmmmx.\tcRE^5' ijttttt 

5l^-*-jt^^*-ra><D<£>, SALPR^M±tC^mb-CV vfcV 
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m^xmmoftmzmnirz. mmmmmm^mmtK salpr 

xmz>mttm%kis*iz>o 
[oi46] ttc, zwm&tvx, ±m<vx?v--yy*mz£mfctsfttcmk®m*th* 

frSL ^tf-*V;*, feJBJffiJt SEM, 

^/^-BrM, MMWSRK IfTIHii rtliWl^ 

Whrf, mm&<Dmm*^W)®(m^mmm*7's\'Xhzob/ob^^ &b/ 

dbv?* % Zucker fatty75*ft£)^&te^&^lb^t>J:V\, mk®^®.** 

m mmft. blt. w&k. rnrn^. 

TlMgomrtiS^W kh*o x?v-~yy<Dtz$><Dftmt\.x\z, mffiv 

mm^m^^t^fbti^h\m^mR^m^m , &i-^t^m^xh^ 

o 

[0147] ^-e, W^Sfiif <D£?Wk&®xibvXi>& ^i)K 00*. tf 
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[0148] XW—~>-?*vh 

*%m<Dx?v-~>'y*ym, y?*w-3g&fc, #*ixttSALPKt>uw: 
ittrMM®#(i-ft:b^ sALPRSr^^rf s»iiajBSiS^), *rc^ia»(-r 

[0149] jyfctfrtCte, WB^y-^^yh**, SALPR^U^ftfliE»l^®5>^fcfi 

[0150] *»ifl©au©tt«o^y-^y^^htt:, y7*vv-3g£#, 0*L<iiSAL 

PR^MJ^±^|gm(^*L<tt,SALPR^tP^^^-^Ab-C»{C 
|&m)U L**b» cAMP^|B^J(CRE)^5'±^^4g-rS^-^--ii^^ 

©s®, T^=/v^^7-if^k^J(0!)x.«FSK)^^y^vK(i-^t>*), y? 

[0151] *|8M©$fefcgiJ«)«»©^y-=V^yhH:, V?*W-3g&fa »*Utt 
SALPR5r«BiaM±{C|gm (»*U B\ SALPRSr^t^m^^-Sr^ALrffl 
U LiH>, cAMPJ^#gB^J(CRE)^5'±^{^g1-5^-^-ift^ 
**r£#1-3*n*a^ CREWS' iffilcMi-Su^-^-ite^Sr^Wi-St)©© 

[0152] ^w<p^u-= :>^fe^J:^m^ixa^^»^^-aKg 
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%m&nmmm. mmm&mm. mmffi®mmm, mmm, mmmt. m>m 
, >m®m, mm, mmm. m$tmm, fc&m&z) . aids, 

mi*icgmp£^ -f/^h-/vyyjji«£^ a«t«, mms. 

^SMt&mP-IWffi (SALPRPfi^M)$r^-f-S^-a-^d^W^^o 

oMk&m^m-rmMtLx, mtmmm. ftrnmpm. mmmmom. mm 
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[oi53] nbivtcit^mt.tzit^m.^m^m^^th'^m^h^K m^m^f?®* 

n*<Dj&m. ^p*fc«#igp mx.\mm%M. »&tt, bzt&*, ejm^ 

#mamzmfz>z.t&x%z> 0 znn^nmnmm^^x^mMm. mi 
, ®M4kM, mmm, mm^mm, mmk mmm. 
mmmmrn, mmm. %£<mmu mmitm, ^itmmm^xnmKxmm 
-rzz.b&x%z> 0 mm^mtei&n&<D±.mw*toMbvxte > mx.mim, ? 

[0154] ztibn&S-j&mti-xn. tit, &s**S:4*ttHB\ *m\<o*w---y? 
%m\z£Q&bwk&mifcK*<D&<Dm8i. m\o&n 

lkg&fcflfll&tf^l. O-l, 500^ g,#*L<tt#ll 10-500 /igaA«rJS!#?"*0 

ttK&mz.mh'tzz.b&^misiriZo mx-\m □ »*istMit&Jf 
x£<MM£tix^z>£otz, Mmmmmmftmmfcmmzm^xmmirz-b&x 

[0155] v^s±>zmmM^±Ml&^H^M 
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it, ])y*c^l/-3<Din vivo, ex vivo&itfin wtro\Z&tf%m'kM'Mi5£.lffcM 

[0156] *mmiz&mirz})y*^y-3(Dm&zmmirmma'z, ms^m-r^mo 

Jfr-rSDNA^, V7*i/>-3%*~h*1-%Mmmm%1lirZ2*mKUA(smali int 
erfering RNA;siRNA) , W^4^ x )7*^-3<D3m*Wg1'Z>h<0, 

^t^m^(D])y^y^-3h^<i^Vy^y>-3^mm^<^ SALPR) 
imi-XVy^y-3^mir^mB^m^irmM^mifhfi^o 

*i/v-3{-rt£t>h, yy*is>-3, mmtf})'<7?-h*)<Dffi&& 

tt±J», Jffi££s -feU^ffF^ iHJSim J«SSlfc> , £fctt^ 
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ufi, mt&bmm. fcmm&M, mmmwpm, mmmmm. mmmmmmttt* 

[0157] ry^y^mm^m^mmw^m.mm-rmmti.x^ (1) m®mm^ 
^m^mmm. (2)RNA7Ky^— ^^m^fi^mm^m^—ymm 

ms/tv^ft^cte^yAttM 

~j±m&miLt<D^47Vyb*Mmz£zmmmL do) mRNAfsiRft^fctetf 
vy-^^u^to^^vyvw^^i-mowMmL ttmz (id ^ 

ITOb^ A, PP. 319-347 (1993)) 0 
[0158] *%Wfc&ftttV7*i<'>-3<DTy^±l'Xmmt. ±&<D(l)~ (ll)OifO 

. 15bp£A±, £mXf3100bp^_k, £t>\m*ls<te500bvU±Xh<9, 

ji^sooobp^rt, #mXi*2000bp£*i^ J;?)^L<fiiooobp^rt<D^^ 

u mwMte?<vfc^m®<DftffimfcttLxm*v<mo%sx±, x<o^L<m 

% (Stein (1988) Nucleic Acids Res. 16: 3209-21 
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[0159] DWAm, RNA&mf&j&ftki- z>tm<o%mxhv s *t<9-^;#if>rA d 

arge ribozyme) ^oi^^E— /HJW-'l'-M small liboyme) ^|g$tl^o 7— 5? 

(2) ^yryhfc&^srSIf S B^^-f v-^^^^^-^lHy 

hnyRNA, *5 £tf (3) M#fi?£JS ic £5tRNAiifrliEft£5 * il|-C5J*rt3!;#** 

(40bp^)^fc!\ RNA^JKrLT, 5'-tKndri//^2'-3' 
S*ty>flfeSr^C$*So ^V^— ^yKSi (Koizumi et 

al. (1988) FEBS Lett. 228: 225) , ^TfcVM (Buzayan (1986) Na 
ture 323: 349; Kikuchi and Sasaki (1992) Nucleic Acids Res. 1 
9: 6751; #J6#(1992Mb3*££& 30: 112)4»<&y#iP>fAaS£3tfx3 e y# 

mt&RNAtp (Dmmmmuc^ uuttmjA&m^xwmrz'^s*?*-^ 

yh*Wtf^&%ft%Zb&X^%(Koizumi et al. (1988) FEBS Lett. 2 
28: 225; /J\&»;fc£tf:*:«£* (1990) Sfi«g?l£@#^35: 2191; Koi 
zumi et al. (1989) Nucleic Acids Res. 17: 7059) 0 ^.TfcVMtfW 
^AtCoV^Tt>,^©^jfe{^oTIS;^i!iW^fiBT?fc5(KikucW and S 
asaki (1992) Nucleic Acids Res. 19: 6751; 3TO£(1992) it^t± 
m 30: 112) 0 

[0160] 1998^, m&iz&^xRNAm±fcwmv^m%*&mmRKA : ?mj>> 

M^$ttft(Fire et al. (1998) Nature 391: 806-1 1) 0 RNA^ttt, 

~^m<oxxRNA^mmKmAT^t^x^mzm&mm^i-^RNA^ 
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&*1fofflttfob(Dy~;VbLX, r^c^RNA (small interfering RNA; siRN 

a) mmztixm, m^(omm^^<omw^M^sm^A^m^xn^t 
^xm^mm^m-r^mmmfix^o ^bjosirna^, y^^- 

30mRNA<Di|g^£PI^-f ^KP&fe^&^o siRNAtt, ^IfftmRN 

Aomn lz.*t1rZ>±>'xM& £xy-Tis^±i<'*m<DU-&^xh<9 , 1 OlSfl > 

-30^^ffi]©J-r5/>fei^ siRNA«^(Z)^^J;|9«^Ai-5^^-C# 
So Mx.\*siRNAZM!8,irZ>~$i<DRNAmZ. -*^±}C3-K-rSDNA^tr 
U ^DNA^^^^-(cm^ii^> ^fflJia^«^^^--C^«te^L, siR 

NA^r\i°ymm^^~^mRNAtvxmm^x^m^^t^x^ 0 

-0^(#l;tk?RNAi-Ready pSIREN Vector, RNAi-Ready pSIREN-Ret 
roQ Vector(BD Biosciences Clontech£t)) 0 siRNA^SiE^J{i. 0!lxJf 
Ambion website (http : / / / www. ambion. com/techlib/ misc/ siRNA 
_finder. htrr^O^y^-^yti^y^m^Xn^ir^t^X^o mm&) 
siRNA^^y— =>^'f-5fcfcOdf-yh(^lx.^BD Knockout RNAi System ( 
BD Biosciences Clontechtt))^miS$tbT*5<9^IJffl *imxh5 0 

[0161] ^<Dmm\h\cmmm^<D^mmi-^tc^<DmB^mK^x, # 
%woT>^-t>xm&. ytfiw&itfsiRNASr, w.&M.mz.&$-vxhi:<s t. 

-i>^£*lJ/B Ut^lVK*-^*-) jlL^M KS-^l/Ob £V > (in vivojgc) , 
im^&AirZZb&X'ZZo 

A*»mi-S«t5t-^^fc«l^*^i-5^^-Sr*AbTfc \ #^ttfc 
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^ttAi-^(ex vivoj£) 0 mmmmn. &%<Dmi&b&m*.td*mnxh^x^ 
[0162] *mn<DTy7~t>xmm. y^iw^tf sirna, &tci*z.tib*%wrz>£. ! ? 

%xhn\*,&mzfeKxm%ft&*m^nir5zb&x%5 0 

[0163] *»Wm«fflf*ttfrU:tt» ^^n-^Mfcfc, W?v-1-fr$ifc&£xmft 

*tcteztib<DU#WrK*m^5~t&m^x. ^MW-^^mz.x.m^t 
mmmfat. -r^'wmmmmt^. mmm&m (Nature, 256, 495(1975)), * 

tz\tn%.mM&feO. Immunol. Method, 100, 181-189 (1987) )SrffiV^ 

ms^u mmx?v~~>y%ftmzm^xx?v-~^ir5z.b\c£<9. #31 
[oi64] mm^7w— ^zmm-rmMtLxte. ^^w— ^commmu-dgmx 

$>tt[f<t<, »*U<«^^3fi:^^--^fi:ft/J^^^(Dulbecco's mo 
dified Eeagle's minimum essential medium) Ktyi/^JLisLffi^ L-^/V^y. L 

i^tt5o ituiE^-iV!)K— mmmte. i%i&rpxnftom&\a*. 5%comst. 3 



WO 2005/075641 57 PCT/JP2005/001887 

[0165] i<DJ;5^b-C#^>tife^ll^*^«^^<D!g**^, ^y/^^<D^«t*5J;tm 

fliRjf Hunter's ■nterMax 1M (7^3->tfc)i»Mfc»#UT, IflM&WWfcHtf'lf 

«) 0 m> 2-4ara©raiH-cisi«©*f^sr^fv\ m.m%M-tz> 0 m&m*t>i 
[oi67] #dspj ic«ffl«tt#79^^tt, ffJia^ft fr/?v-i-/uftms£XMty? 

tfFab, Fab\ F(ab') £fd2Fv£WSi<WS-?#5o *»M^ttffl-f 5tltfl^9 

2 

[oi68] ifcmoi&mz£ft\*.*mm\m%ttftfcft> si&&Mfioi/o68862-t 

fc 0 ^t*ofcy9^V-3©tt#:SHSeffl"f 5r.i:^-ct % 01Jx.«#^2OO2-345 
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[oi69] ^m^mm-rmmt, mm&m$.vobLxm^zz.bhxz, m?u*m&(&v 

zztitx^Zo z<Df^G%&&n&mzm-&si&tt, i-9ofi*%©M"cas 
misting tit, frfrzmm*. th*fcttth»^*ft[«*.tf*th*?uBi«i( 

jffirtffiW, EfliiS:-^ 8ft»4)OV^fiMv!!)»*ffl||-eja!4t« 

awkffl, mmm, mmmmm, mmu mmm, ##au *#*tiwsi 
, Rjffak ^«*^>j, mmitrn, ^mmmm^x^m^xm^-r^b^x 

£S«H:lM£<0frSll«fcfcWJ;fcf*foO. 01-30mg, »*U<f*»0. 1-10 

^xm&tzz-b&xzzo 
[0171] vy^yy-3h\^<my^>-3^m»t.v<mALPR)bmK^mu v?* 
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*yy-3<Dm&mm'tstonft. *mw<Dx?y~-y?mK£<>xmzb&X'% 

^J(CE^$tl/^:l,2,5-oxa(liazolo[3,4-a]l,2,5-oxadiazolo[3,4-e] 
l^.S-oxadiazolo^^-ill^.S-oxadiazoloCS^-mlCielannuleneC^Tx ^t'a^llbW 

[0172] ^BJiKB$^VN-cr^ji:ft, -Mic, ffiM<Dmm¥&)%}$kis£W*tc\$$i 

tit, m%W)®, m^b(D^moaM<Dmm^^ m^mrou) 

(a) &m*tctemvt<Dm®zft*b?z>tiK ~&tmox\ ^mm^x\ 

(b) mmmwtmm-tz, ip*>. wmn^mittfcnmrn-r^b 
m^m^-r^bo 

[0173] fc*5 % *wmm\z&^x%mtsfttc±x<Dftnmffi$:mt. ttmtvxxmmm 
[0174] sir, nnm\M*%m^^x£mMcnwirz>i!)K ^mm^tib<Dmm 

[0175] r*mmi 1 SALPR»3~^SaftU5frnoreK(PM 

SXTiD&Kft^tCo mim%3Xm857MMm^&inXiS*), SALP 
R^n-K-rS^fi, 361#@d^l770#g (1410^*f, 470T57^S)i 
(GenBank T^1?s>^3>#-i§-NM_0l6568)„ PCR (polymerase c 
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hain reaction) K£.yMte?*^ffifZ>tc$>\^ |E3?(|##5*5j:OK^J#-^6-C^ 

[0176] human genomic DNA (Roche Diagosticsft)^M<!:LT, @a#l##53o£ 
tfia?U#^6<DM^^ft5PCR:/7^~<b, Expand High Fidelity PCR 
System (Roche Diagnosticstt)£fflV\ (98<C 1&-57X: 1#-72<C 3#) 

[0177] ^^DNA^fjt^, pCR2. 1 (Invitrogenfet) JCjfAU ABI prism DNA sequ 
encing kit (Perkin-Elmer Applied Biosystemsfi) ^J^ia^J&rflfei&LfCo ^ 
(D^m, iH^J#^5^±t^6d^^7 p ^^--©m^^ < i;o-C#f 5 tV7c:pCR2. 1 

-sALPR\mA£titci4iom.&M<Dmm, ia^j#-^-3^^36i# ga^i 

.sALPR^-K-rs^y^^^^K^s^^^-cffco 
[oi78] r^ife#i2i uhu^/v^w-^^wmm 

pBabe Puro (Morgenstern, J. P. and Land, H. Nucleic Acids Re 
s. vol.18 3587-3596(1990)) (ia»^-7)^bSalI*D«J:VClaI-e§]if-r5i 
£^J;i9SV40 promoter-puro(r)ffii$£|&^ *«£Klenow fragment^!? 
¥?frfbL-;fc„ pIREShyg (Clontechlh) /^Nsn&irmalTl^grf 
J;0lRES-hyg(r)^^^WL,T4^y^-^^i«9*»¥^bLfctO^ 
ALpBabeXIH£#fc 0 
[0179] pBabeXim^SspI^j;TJ^aniHI-e§]®fi-S^t^i«55'-LTR-packaging si 
gnal»V ^7^: 0 i^pCLXSN (IMGENEXft) 2»£>SspI:i3 £TfBamHI~?WmirZ) 
^.tKX^ f 0HiVtc5 , LTR-CMV promoter— packaging signal^ Abp Bab 
eCLXIH£#7t 0 

[0180] r^Ml3l SAT.PR»^mAfflWNP^V^^-^^$K<DMM 

parcmmVtZo Cr^MIS^Jfe^JlTWcpCR2. l-SALPRd^EcoRVT^»ri- 
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*«r¥»flSU*:t> (D^rjf AbpBabeCL (SALPR) IH&#fc (0 1) . 

[0181] r^^4lSAT.PR»^^Xffll^Npi»^^^»>-<0«» 

2 X 10 6 ^O293-EBNA^BJia (Invitrogenfi) SrlOcma?— r-rWy^ 
(IWAKlft)^DMEM(Sigmatt)-10% fetal bovine serum (FCS)-^~ 

(penicillin) lOOunits/ml ^H/^MVy (streptomycin) 100 
/ml (PS) (WT, rEBNA^^J^i-5)10mlSrffiV^i$#U7to SB, pV-g 
p (pVPack-GP (Stratageneft) A^NsH^ itWaaI-T*9I*ri"Swt»Cj;i)IRES- 
hisD£|&#T4#y^~ £fc.fc$5p*IMfc|k £ BSteLfc&O) , pVPack-VSV-G 
(Stratageneft) , feit^Hife^aTWcSALPRiie^^Affl^ho^-r/^^^ 
— 7"9^K (pBabeCL (SALPR) IH) tMW. 3 /i g^J^^v^Klg-efc 
5TransIT(Panveratt) vt, frlB293-EBNA»(^b7^^^^v'3yL7c: 
o JEr©6-12l*KI«ltEBNA«3l»tSr5S*U 3rCl?#*£8fcttfc. 

[0182] h9^7*^^a^2 0«|!^f#»SrlilJRU 1. 200Xg^lO#ra£&L,fc. 

^(£±^£0. 45 ju m©^;^~(Mimporett)l?6)ib7 v c 1 bC>Sr#^Vr-n^ 

Ultra-Clear Tubes (Beckmantfc) £70%^/— /Vl? 

jffiS'ho— SW28 (Beckmantfc) i-A*U (Beckman^t) 
*ffiori9, 500rpm lOO^cD^&ff^frofCo SMi*, -bflffcjfrCfc^*. 

K AftTifeftLfco 1^1, ^-^ffi^o7t^H^100juligS 

[0183] rWflilBl Hrvf^U^ 

( 1) ±dg]J ^AMPlfc&ffifflfrl^ t! Txtf~^-DNA(P^gfc 
<2^£tlfcfil;£(Durocher et al. Anal Biochem 2000 284(2): 316-2 

cAMP responsive element (CRE) ^tmnitOffr&Ofc* CREx2hbffi 
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-§■1 lT^&h^yrfDNA&ftaacfti ^*&ut 0 

Ttf5£fctCW~#gU3NA(CTiEx2hb, CREx2bp) £^fijc£-£fc 0 CREx2hb£ 
Hindlll, BamHI, CREx2bp£BamHI, PstTOJS'ffc't'Sfcik^ pBluescriptllS 
K(+) (Stratagene*±)£HindIII, PstTCiBteLfc, mfcUtDNAtt&foWlLX 

, CREx2bp, pBluescriptIISK(+))£— ^ (Cagi^b (ligation) > 
KOga^J^?*fL-C,CRE4/pBluescriptIISK$r^Lfc 0 
[0184] VIP (vasoactive intestinal peptide) ^tfDNA^Sfc 

Human genomic DNA (Roche Diagosticsfr) £^£U SB^J#-^12*3i 
U ? BB^iJ#-^13(0J|a^^^^PCR7 P 7-l'v—i: % recombinant Taq polymer 
ase(Takara*t)&ffiVvC(94 < C SOf^-SS^C 30#-72<C 1^) ^350*5551- 
^fcJ^PCRLfc&l*), 264&g#ODNA(gfi^J#^14)^#fetbfc 0 C0264 
^SWDNA^PstI-e^^-r<5i:^(CCRE4/pBluescriptIISK(+)©PstIf- 
^McJfAU #bttfey7^KOiB?lJ«^L-CCRE4VIP/pBluescriptIISK( 
+ ) &fcj£Ltiz ( 0 2A) „ #fettfcCRE4VIP/pBluescriptIISK ( + ) ^bHindlll t 

o 

[0185] fff^(D|imffl^^/^^^--7 0 7^^KpBabeCLXIHj;DlRES-hygro(r)^^ 
«*LfcpBabeCLX^^Ufc(ia2B)oPBabeCLXj:«5Whn^/V^>j5:*03i 

y/N>^-flHft (LTR) >t>©NheI-Narm«Srl»*-t-5ii:t!:J:o-C#6>*Vfc^3t5 
tt^n^-^-^AffiWhcr^^^^-^^K^.CREiVIP^D^-^- 

Gotob, Molecular Pharmacology, 49, p. 860-873, 1996)£^AU 
P BabeCLcre4vPdNN£#fc (02C) 0 
[0186] (2)^^U>y^AMP^iP.^J^fp^-^-^^A^)}aSE302^3-z: 
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*<<9#— :/?**KpBabeCLcre4vPdNN&IB V \ flitflNlCiE^^ftc WCT 
UbvVJW*?**- ^mMLitoMMLtlUhn^^^^— £HEK293» 

ofc^n-^ (SIT. rSE302»J m+Z) &«T<&H*fc#Lfco 
[0187] rSfe^l6l SALPR»fe^^Xffll^}>P^/^^^-^J:6SALPRl§^]^^ 

mm 

tfrfBHli^j5-e^Lfc3 X 10 3 j@OSE302&Bj&£96well plate (Wr^JHy^ 
^^DMEMCSIGMA^D-lO^o fetal bovine serum (FCS)-PS (£JUn I" 
bfPtZ) ioo n lfcfflv >-c Jg#Lfc. S 0 , Hife^j4-e|^®lL7tl/hci^^ 
frX&ftftU ^©100 ju lSr^^tSc-CUKLfcpolybrene (ft&ft&8 » 
g/ml)(BiJ£ hexadimethrine bromide Sigmatfc) tth\Z.SE302MM^Mx. 
1t a ^(DW 0 > *&#?&£r500/i g/nriOW^nv^vMHygromycin) (Invitrog 
enft) ^tf>ig*$c200 M lfc£i*U&3rUfc„ r©^#"CltSlLTf fcSALPRjt 
fc^3fASE302» (£*T, rsALPR-SE302#fflJ&J fcfWS) 5ri«tt^ 

[0188] r^ifc^7i sAT.PR-sE302aita fcteti-a7^v^=iuv^^J:or»^»^te 

j|frlE«#J6^1f ggbfcSALPR-SE302»£, lEi^igfflllJtJB JfrJfi (DME 
M-10%FBS(65^^T30^#i!)>fb)^P^rt 1 bO){C-CraLfc#, 96 well pi 
ate(Beckton Didrisonft) [ClKWdOl X lO'jRBII&WfcSJSlafcVyfco 10,7^ 

-fe-rffi^* (dmemko. i %$rs/jfci(!fTA'^>'*rJn*fct>o) T?#$?Ubfr*£ 

CDy7 :3 r>'>'-3(Relaxin-3) (Phoenix Pharmaceuticals!!:) ieltlt^O^Vy (I 
nvitrogenft) Stfft&PU -t<D«7*/W^=i y>- (Carbio Chemth) 1/im 

oi/L^i^t-^PL/co §e>K- b^usk mi&±m&i5iimfri,xft&&%i 

SlJgffl <£>96well plate (tt^-^Nt) Tyt^fflgtt (280mmol 
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/L Na CO — NaHCO , 8mmol/L MgSO , pH10)£60/x U Lumiphos530 

2 3 3 4 

(Lumigentt)70Ml^^PLT, ^mz.XimmS.Jt^tc^ 3-well<D^$g5fe 
£Fusion7V-hy-^~(Perkin Elmerfch) iZXMfeLfc^&mtLtZo 

<DBftiZ%xm*Ltc (03) o 

[oi89] ^^-/^^y^t^isfe^ttoi^-^y^^^-afiSALPR^ffitt 

[0190] f^1fe#l8l S AT.PR-SR302*Bl)fcfr fflV NfeU7dr^V -3^#lgO^^U~-=y>y 

SALPR-SE302*|HI&£, ^^WSffim*(DMEM-F12-10%FBS(65 t C 
{CT30^#«)^DX.fc 1 b^)(cr!^^Ufcm % 384 well plate (Greinerft) \Z 
l^tz*)5000m^t^X^t\^tc o S 0 ^ 7^^yy (Fermentektt)^ 
(-M^b-o-^) (1 ,2,5-oxadiazolo[3,4-a] 1 ,2,5-oxadiazolo[3,4-e] 
l,2,5-oxadiazolo[3,4-i]l,2,5-oxadiazolo[3,4-m][16]annulene('fk'a-^)l))^ft?Ux 

L, DMSO (dimethylsurfoxide)O. 5%) 0 -?:<D^ Ts/i?^fflJ#lffi(DMEM-Fl 

^KW^0f)^S^M3nmol/L^§±5{C»Lfco ££>Kl- Bifc*«, »± 
ff 5 m l£mifcLTte^3£3fciH£fflm84well plate (Corningft) »U Tyir-T 
MWffl&%20» U Lumiphos530£25/i L»LT, ^?a(CT2^^^$-&fc 
&wellO>ffcf3&3fe£ARVOsx3:/U'~ b])— (Perkin Elmertt) ^TSU^ 
Ufc¥?£t£i±Uc:o SALPR^^LTV ^SE302||l^J!&^CoV vCfc 
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[0191] SALPR-SE302ltB^^*3ttSW^= i y>^J:5^fS14W±#^ 
©J{Ci$tn:Lfc(ia4A) 0 2fc x SALPR*»mLTV^V^SE302»IJiai!:*5tt5ttf?h? 

[0192] rmmm9 V)^s>-3ft&mto#J*\ ztem**ir.mftm 

wistzctm?yh nmm, a ^r-^xy^-tt) ic3i®*li]#>ffl»MF c*y 

(2) U^^'>^-3^<7>^M 

60 m S <D])y^y^-3 (Phoenix Pharmaceutical^) %DMSOl£Xt&Mlstc1&, 
1110 200 u mol/L£#3 3$ \Z. XXmm^mm (artificial cerebrospinal 

fluid) zmMsTwmut. tttoLitttmtm>b$kft*hxwm. ±mzv9* 

$^-3«4*£L-Cfflixfc„ yyh^<D^m^m^<DVy^yy-3mm ttSI 

MM7\z.?r;istitcmmkKX, V7**sy-3\z£mm&m*m^Xg.MUtkZ.^ 

^j50pmol/7yb-Cfeorto 

C3J U7»->V-3^QHaa^lB-# 

^vehicle (yy^»-3Sr^V ^cltfE (2) fcPIC«afigOjg«) £5 M L/2#tf>j£g 
, y^^y-3^50pmoll^^Lfc7yh^^Mra^vehicleS-^^7yh^lt-<T 

^lu^nLTv^t-^ P <o. oi)„ «ot, y^s^-sttfi^TSi&itflte 
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[0193] [mmmiQ V)v*^-3(DMmm&tHft*m<D5k*uzf^>®m±fr 
nxmmMfamzwMUZo m.i,itAM&i, 75ox g ^i5^^u 

<DU^ym&^mM\z.±^ir^ti)mhi)>t^rc(t-^. p<o. 05, 06) „ 

[oi94] rattftfflh i yj^^mm^L^mMm&iimmmM 

MU vehicle (£ffi&ifc*0 £fc&JJ iX^-3^£gffi#^:/ (alzet osmot 
ic pump modell002(DURECT|±) g^* 6 p. L/ 0 ) 

Wistar^l^y h (mm, 0 #^-/VX!//<-*t) K^lifclfj^^MF (*y 

mmi$~?4 0 MIMfcUt. mmyyh (250-270g) 

#w 0 £o 0 @ ^l-c @ ^m^rxm^u urn. ttnmmzmfeLtco 00s 
y^^y-s^woisffiA'fci 0 uz.mniz.mini,tc(t-&^ * * P <o. 

01, * p<0. 05) e 

mmmr 0 (140 n)\^mmmm^vtcn. 7vh**y7*-Mz.xmmL 
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tic, fm^mmxr)skm^uwLUc 0 mci,tztm*i, 75ox g -ei5#ra}i<i>u 

^<D±^£-80 t CKT{£#Lfc o & 0 ^ IM^oyv-f^miyyV^zf^ym^- 
5>MU (lBLtt){Cj:«9S*U/c(l2ll0A) o *fc±^f (D^^y^»MiS5^^ 
h-(>xV>Mfe*y b mfrmt WSSMt) it)^i:U/c (m 10B) o 

* * P <o. oi, * P <o. 05) o &o-c, v7*^-3®mz£mm^mzmmm 
[0195] im-mmi 2 V)^>y-m&.ftJ*\ ztt&mmtn. mmm^^m 

V7*i/^-3 (^y^ mftffift.) ££S&&7K{--C10O n mol/L^&Scfc? \&& 
MU vehicle (&Mitm.7k)1itcWy**S>-3®mZm&&tfy7(zlzet osmot 
ic pump modell002 (DURECItt) $t$-M. 6 L/ 0 ) t^a-^-^ffi^^ 
^-M^AL^h^^Ue:,, 

^^/v^stt) mmm^5 0 ^©Kbbfco iuie^f (i7o-2oo g ) zm 

fc(^ll) 0 

m<DW>mM£tvtc(t-&fe, * * p<o. 01, * P <o. 05) o 
Mia (2) \zx, v^yy-sB^ybvftmmMm K^M^m^mtb^tc 0 

<D itWt § 3&»iJ*£\ Versamax (Accuscanft) £/8 V ^SS^Lfc 0 

w»i (^w^2, 7 0 ^) , mm (®*M%:m. 8 0 m^'mm^m 
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[4] &<DJMMmm. 

(a) y^r>-^-3g;#ft, y^^-3gWtt^^l-sMkb<ttw»jgim 

[5] &tf)X@; 

^J(cMLT70%W±Offi|^«Wi-^T57«»^^y^^h\*7cf^ 

^tp^^^#mi^s^^7tii^ctt»^ji-s^^^c{^omo^^y-^ 

[6] &tf>Xg; 



WO 2005/075641 70 PCT/JP2005/001887 

[9] &<DiM;mk®m, 

(B)vy*i/y-3%®fc%frLtzmmmm&zm%.irz>xn, 

[10] ^(DXm; 

^^ftfc^sx^ 

[11] ^COXm; 

(B) y ^^^-3^^ft:^L^Jia»^Sra!lS'r5X@, 

[12] y7=3r^-3S^ft/5 s > SALPR*7?:{*^0§|5^y^^K-T?fc5ri:^#mi:1- 
[13] SALPR^, ia^J#-^4t?*$^T5/^IB^J^My-<^K-Cfc5r^$r# 



WO 2005/075641 



71 



PCT/JP2005/001887 



(a) yy^»-3%:®ft. vy^yy-3^i^^^-r^>mm>L<\t^(Dmmmm 

y7^^-3^^ft^ x SALPR*fc«^<^^^y^^K-efc^ii:«r#i5:i:'r 
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(b) y?*i/y-^®mftum mm^^m^-r^JM. 

y^^-a^^^^.sALPR^fcti^oifP^y^^KT'fcSiiSr^m^l- 

(a) v^yy-3^m^ v7**yy-3^w.^mttmm^<\tt(Dmu mm 
(B)V7*i/y-3%®mfri<tcmmmft&*m7£irz>j:^ 
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v^y°^h%h<\tmnm^2^m^fi^TK/mmm^^v^y°^Y<DT^mm 
(a) v5*^y-3$:®^ ])7^>>-3%®fc^mrmmhL<te*:<DMffomm 
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salpr^ % m?im-%4~em£tiz>T$;mmmfr£t? ^v^^-v-vh^t^m 
salprpi^m z%irz>ik&mK m&m-ztcm \z.vm^^)-=^^ 

sALPRmmimzftirm&m^mi-mffimm'pmo 

SALPRPl^ffi mirZik&mK ft #«29£fdt30f£fE«c<D;^!J-:^;/ 

sALPRmmim^i-^^m^mi-^mm^mMo 

sALPRm^mm-r^t^m^^'f-mmmmmmo 
sALPRvmimzm-rzikG-mK i»*«i9, 20, 29*fc«3o<Dv^-r tb^^ 
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[01] 



Sspl 5921, 



Xbal 183 

Kpnl 366 



Notl 4997, 




BamH1 1355 
-.Sail 1367 
Swal 1391 



"-Kpnl 1861 




Kpnl 3868 
Xbal 3685 
Nhel 3418 



Ncol 2378 



Sspl 623 



Ndel 6599 



Ndel 254 
Ncol 381 
Smal 648 



Notl 5307 




Hpal 1652 
Xhol 1657 
BamH1 1662 
Sail 1674 
Bglll 1682 
Swal 1698 



Kpnl 2168 



Kpnl 4178 
Smal 4174. 
Narl.41.46 



Ncol 2686 
Ndel 2783 



Ndel 8024 
Sspl 7656 



Ndel 254 
/ Ncol 381 



Nhel 3728 B g||| 3645 



Smal 648 



Notl 6732 





Kpnl 
5603 

Smal 
5599 

Xbal 5420 

Nhel 5153 
Bglll 5070 



Ndel 4208 
Ncol 4111 



Kpnl 3593 



SALPR 



_Xhol 3082 
BamHI 3087 
Sail 3099 
Bglll 3107 
Swal 3123 
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CHI2B] 
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[02C] 



Xbal 

o , K P nl i 
SacLsphL 

Smar 
EcoRI 



Hindlll 

BamHI 



Sspl 4243 

Seal 
3919 

Pvul 
3808 



Notl. 
3319 




Pvul 497 
Pvul I 527 
Kpn.l 653 

mm 

BamHI 761 
Pstl 827 



Hpal 1656 
BamHI 1737 
Dralll 1842 
/Xhol 2059 
BamHI 2064 
s BamHI 2289 
N PflMI 2399 
« x Dralll261 " 
\Sacl 2885 
PflMI 2920 



Sad 3244 
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[03] 




0.001 0.01 0.1 1 10 



■J#>K(D*IH«J£(nmol/l) 
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(A) 



100000 
90000 h 
80000 
70000 
60000 - 
50000 - 
40000 - 
30000 
20000 
10000 
0 




FK(-) 
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complete, no international search was made thereon. Reasons therefor 
are as follows. 



Claims 1 to 3, 5, 10, 14, 17, 22, 27 and 32 

Concerning "a functionally equivalent modified peptide" in the above 
claims, it is stated in the description "a functionally equivalent modified 
peptide means • • a polypeptide comprising an amino acid sequence having 
deletion, substitution, insertion and/or addition of one or more amino 
acids • • and having substantially the same activity • • as relaxin-3" 
(see [0013]). However, there is a low possibility that, for example, 
a polypeptide having mutations in a large number of amino acids still 
sustains an activity equivalent to the original polypeptide. Thus, it 
is unknown polypeptides having what specific structures correspond to 
the polypeptide according to these claims and an excessively large amount 
of trials and errors are needed for a person skilled in the art to obtain 
such a polypeptide. Thus, it does not appear that the above claims are 
clearly described. Furthermore, it is considered that the inventions 
according to the above claims are neither sufficiently supported by the 
description nor disclosed therein in a manner sufficiently clear and 
complete for the inventions to be carried out by a person skilled in 
the art. 

No search was made on the inventions the claims of which are not clearly 
described and which are neither sufficiently supported by the description 
nor disclosed therein in a manner sufficiently clear and complete. 

Claims 1 to 3, 5, 10, 14, 17, 22, 27 and 32 

Concerning "a polypeptide comprising an amino acid sequence with a 
homology of 70% or above" in the above claims, there is a low possibility 
that a polypeptide with a homology of about 70% still sustains an activity 
equivalent to the original polypeptide . Thus , it is unknown polypeptides 
having what specific structures correspond to the polypeptide according 
to these claims and an excessively large amount of trials and errors 
are needed for a person skilled in the art to obtain such a polypeptide. 
Thus, it does not appear that the above claims are clearly described. 
Furthermore, it is considered that the inventions according to the above 
claims are neither sufficiently supported by the description nor disclosed 
therein in a manner sufficiently clear and complete for the inventions 
to be carried out by a person skilled in the art. 

No search was made on the inventions the claims of which are not clearly 
described and which are neither sufficiently supported by the description 
nor disclosed therein in a manner sufficiently clear and complete. 

Claims 7, 12, 19, 24, 29 and 34 

It is unknown what part corresponds to "a part" in the above claims. 
Thus, it does not appear that the above claims are clearly described. 
Moreover, the inventions according to the above claims involve partial 
polypeptides not capable of binding to relaxin-3 and thus it is unknown 
how such an invention can be embodied. Accordingly, it is considered 
that the inventions according to the above claims are neither sufficiently 
supported by the description nor disclosed therein inamanner sufficiently 
clear and complete for the inventions to be carried out by a person skilled 
in the art. 

No search was made on the inventions the claims of which are not clearly 
described and which are neither sufficiently supported by the description 
nor disclosed therein in a manner sufficiently clear and complete. 
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Claims 36, 38, 40, 42 and 44 

It is unknown what specific compounds correspond to "a compound having 
an SALPR inhibitory effect" in the above claims. Even though EXAMPLES 
etc. are examined, it is not indicated that what substances other than 
"compound 1" have an SALPR inhibitory effect in practice . An excessively 
large amount of trials and errors are needed for a person skilled in 
the art to obtain such a substance other than "compound 1" having an 
SALPR inhibitory effect. Thus, it does not appear that the above claims 
are clearly described. Furthermore, it is considered that the inventions 
according to the above claims are neither sufficiently supported by the 
description nor disclosed therein in a manner sufficiently clear and 
complete for the inventions to be carried out by a person skilled in 
the art. 

No search was made on the inventions the claims of which are not clearly 
described and which are neither sufficiently supported by the description 
nor disclosed therein in a manner sufficiently clear and complete. 

Claims 37, 39, 41, 43 and 45 

It is unknown what specific compounds, other than "compound 1" shown 
in EXAMPLES, etc. , correspond to "a compound obtained by the screening 
method" in the above claims. Thus, it does not appear that the above 
claims are clearly described. Furthermore, it is considered that the 
inventions according to the above claims are neither sufficiently 
supported by the description nor disclosed therein in a manner sufficiently 
clear and complete for the inventions to be carried out by a person skilled 
in the art. 

No search was made on the inventions the claims of which are not clearly 
described and which are neither sufficiently supported by the description 
nor disclosed therein in a manner sufficiently clear and complete. 

Claims 47 to 52 

It is unknown what specific compounds other than "relaxin-3" correspond 
to "a compound acting on a realixn-3 receptor" in the above claims . Thus, 
it does not appear that the above claims are clearly described. 
Furthermore, it is considered that the inventions according to the above 
claims are neither sufficiently supported by the description nor disclosed 
therein in a manner sufficiently clear and complete for the inventions 
to be carried out by a person skilled in the art. 

No search was made on the inventions the claims of which are not clearly 
described and which are neither sufficiently supported by the description 
nor disclosed therein in a manner sufficiently clear and complete. 
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